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DETAILED ACTION 

Specification Objections 

The title of the invention is not descriptive. A new title is required that is clearly 
indicative of the invention to which the claims are directed. The current title is 
"Chemical Compounds". Examiner suggests a title that directed towards Applicants' 
invention. 

Claim Rejections - 35 USC §112 

The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 



Claims 1-20 are rejected under 35 U.S.C. 112, first paragraph, because the 

specification, while being enabled for salts, does not reasonably provide enablement for 

hydrates and solvates. The specification does not enable any person skilled in the art 

to which it pertains, or with which it is most nearly connected, to make the invention 

commensurate in scope with these claims. 

The claims are drawn to hydrates and solvates. But the numerous examples 
presented all failed to produce a hydrate or solvate. These cannot be simply willed into 
existence. As was stated in Morton International Inc. v. Cardinal Chemical Co., 28 
USPQ2d 1 190 "The specification purports to teach, with over fifty examples, the 
preparation of the claimed compounds with the required connectivity. However ... there 
is no evidence that such compounds exist... the examples of the '881 patent do not 
produce the postulated compounds... there is ... no evidence that such compounds 
even exist." The same circumstance appears to be true here: there is no evidence that 
solvates of these compounds actually exist; if they did, they would have formed. Hence, 
applicants should provide sufficient evidence that solvates can be made, or limit the 
claims accordingly. 



Application/Control Number: 10/533,832 Page 3 

Art Unit: 1625 

Claims 1-20 are rejected under 35 U.S.C. 112, first paragraph, because the 
specification, while being enabling for "salts", does not reasonably provide enablement 
for "prodrugs". Based upon the Specification and art recognized terminology, the 
phrase "physiologically functional derivatives" is interpreted to be equivalent to the term 
"prodrug". Examiner interprets The specification does not enable any person skilled in 
the art to which it pertains, or with which it is most nearly connected, to make the 
invention commensurate in scope with these claims. 

The nature of the invention in the instant case has claims which embrace aryl 
piperidine compounds. The scope of "prodrug" is not adequately enabled. Applicants 
provide no guidance as how the compounds are made more active in vivo. The choice 
of a "prodrug" will vary from drug to drug. Therefore, more than minimal routine 
experimentation would be required to determine which prodrugs will be suitable for the 
instant invention. 

The instant compounds of formula (I) wherein the prodrugs are not described in the 
disclosure in such a way the one of ordinary skill in the art would no how to prepare the 
various compounds suggested by said claims. In view of the lack of direction provided 
in the specification regarding starting materials, the lack of working examples, and the 
general unpredictability of chemical reactions, it would take an undue amount of 
experimentation for one skilled in the art to make the claimed compounds and therefore 
practice the invention. 
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Claims 1-20 are rejected under 35 U.S.C. 112, first paragraph, because the 
specification, while being enabling for: 
n = 1 and 2 

R A = -CONHR1 wherein R1= H, phenyl, pyridinyl, piperidinyl, pyrrolinyl, 
morpholinyl, unsubstituted and substituted where substitution is -C02R1a, - 
CONR1aR1b where R1a and R1b=H, alkyl, cycloalkyl, phenyl 

R B = -CONHR3, -S02R3 wherein R3=H, alkyl, phenyl, thienyl, isoxazolyl, 
pyridinyl, pyrazolyl, morpholinyl, piperazinyl unsubstituted and substituted where 
substitution is alkyl amino, morpholinyl, pyrrolidinyl, 

but does not reasonably provide enablement for: 

n = 3 
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R A = 

R* ts -Um\ -HHQQB\ -NHCONHR*. -NHCO£l\ -NHSOjR 1 or 

•NHSO^HR'.; 

wherein jR 1 is or m optionaly substituted Cr C s aikyi 

Ca-Q aicenyl, C$<k alkynyi aryl, CyC? eydaa&yi, heteroaryi, hetefooydyi,, 
af>1-C r C, s aiNyl- or he!eroaryi~C,-<« askyi- group, 

am- - a:o opf ma! y subs: 1 Teo R 1 Qtctjp t 0} trra » f 'ifc.'S.^I;. " one 
o mo sufcs;iiu i ina if r i 1 - rc -on halogen f " OR R 
»SO S ;R Ss -NR^R* cyaw, mm, -COR 1 *, -MR^OOR* 5 , -CQ^R 1 *R^ 

-:^R 1is S.0 s R te i and ~SO^R 5s R ?s 

where R ! * l§ ar an opt-cns v j\>ttu*ec v\-C atkyt, 

QrC«: aSkenyi C$<k alkynyt, aryj, Cp-CP cycfoalfcyt h©t«r«aryi, hetarocyefyf,. 
aryl-CrC* atkyk CrC? cycloarky^-CfC* aftiyh heteroaryM^-G* aifcyk 
hfsterocycyt-CrC* alkyf-, aryt«C r €« alkenyk C :r Cy cyebalkyi>€VC« alkenyh 
riete.oaryJ-C-C* aikenph hetsrocycyi-C^C, alkenyh aryf-CrCU aSkynyh 
€ r € ? cydoalkyl-CrC* aikynyh heteroary1-C r C 4 aSkynyh or 
mm®t%*&tt~GrC A afkyfiyJ- group, 

R 16> 1$ unsabsfcty&Kf CyC* alkyf, and 

R 1 s an opt 'nal ubstitut* C C siky! C C ^kenyi, C C e< alkynyf ary 
CrCV cydoslkyt, hcteroaryl, heieroeycM. aryE*C«*C 4 aikyh 
C»*C? cydoalkyt-C^ aikyk hateroaryi-CrC* alkyk twler€K^eyM3rC* alkyf*, 
aryf«C r C« aikenyh CyC* cyci©afcy!-O r C« slkanyk heteroaryl-C?-C 4 afksayh 
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hetera yeyi C C* *ikartyh -C -G, alky* J ( C r C? cycloaikyK^ C a \> 
h8t«foatr^-C x *C 4 atcynyK or helerocycyl-CrC* aikynyf* group, 

where each optionally substituted R* group and R ,a group is independently 
optior l!> ?u< i ' * ivitf t,< of ni > ttru^n! j » < t itJy ?fectad from 
C r C.» alkyi, C r C* hatealkyt, -OC r C* alkyi, -GG r G* haioalkyi, haiogm *OH. *NH*. 
-N^CrC 4 afkyl.KC-C. aikyl). -NH{C r C, aJkyl), cyano, nitro, oxo, -C0 2 H, 
-C(0}OCrC, aikyl, -CONfCrd aikyftfCrGi aikyl}, -C0NHfC r €* alkyi), -CONH* 
^HC(OMC r C, aiky!), -C(0)C C« aikyl -qO)C r a hatoatkyl, -0C{O)C,-C 4 aikyl, 
-OC{0)C r C 4 hatoalkyi, -SO^C-C, alkyi), -SOsCC-C, hfttoftlkyt), «SO s NH g( - 
SO s NH|C r 0 4 alky!}, -NHSfOyd-C* aikyf), and »NHS{QMC,*G« hatoatkyl). where 
said C r C* aikyl is unaubstitutad O r C^alkyl, 

Of R ta and R * together with the nitrogen atom: to which they are attached, 
km w of tH'p..lu stubs touted heterocycyf or hetoroaryl ring which optionally 
contains one m more additional hateroatom moieties selected from 0» S, SO, SQ& 
N and N -*O i wherein said optionally substituted heterocycyl or hateroaryl ring is 
optionally substituted with one of mora subslituarsts independently selected: from 
CrCk alkyi, <VC# hatoaikyl* .OG t «C< aikyl, -QCfG* hatoatkyl halogen, -OH, -MB*, 
~N(C,*C 4 altylXCrG* aikyl), -NH<C r C< aiky& cyano, nitro, oxo, *C0 8 H ? 
<(0)0CrC4 alkyi, »C0N{e?-C* alkyiMCr-C* a&yi), -CONH<c,-C* aikyl), -CONN* 
•NHC(0){Ci-C* alkyi), -qO)C,-C» aikyl, *C{QprC 4 haloaikyi OC^OJd-C* aikyl, 
OCfOlC C* h^ealkv SO iC C - :*lkvl) aC. C C y-.'IK'i SO>4, 
SOgNHCCrC* aikyl), -NHSCOMCrC* aikyl), and ^HS<OMC r C* hafoaikyi), whera 
said C,-C«aiky* Is unsubstftuted G»-€X» aikyl, 



R 8 is ~GQS\ ~CQG{¥? 'R^R 3 , 

whereto Is an opttaalfy substituted C , ~C$ aikyl , 

CrCs aikany! C r C £ aikynyi, aryt, C 3 -G ? cydoafkyi hetaroaryi haferocyclyi, 

sr> C- m -I 1 * >'i or ft-'- < * v a <■ y(- q'oup 

where aald optionally substtMed R 3 group m optiortaliy substituted with: one 

X mors sur- - ' n > r f n na e M ">F SR" S=> 
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R2 = 

wherein FT is hydrogen or art optionally substituted Gr€$ alky!, 
CrC» altenyt, C,>-i alKynyl, sry * *< cycl Ul> heteroaryl, heisrocycly 
aryf*C r C 4 asky'P or htrteroafyi-C-C* alkyt- group, 

whs re ltd <>f naify subsfitult h gto p is optional! i > ' u 1 with one 
or more sur • id ty s< t » ge -R ' OH -SR*"\ 

-SQgR 8 * -SSIR^R 255 ., cyano, n8*o, -OOR^ ( *€OgR** s -NR^COR^, -CONfl V, 

where 8 £ i., 1 fesi or a e dj 1 jL^ tute^ CrC akyi 
e\ C> Jk^ *l C C, d kv ,l d v C , 1% t vi < yl *xsi&foaiyf h^tarocyclyl, 
aryK3»»C* alkyh CrC? cycloalfcyl«Ci*C* alfcyh h»iefoaryhC>«C« a^tcyh 
heieroeyeyl-CrCj aikyK ary1-C?-C 4 alkenyh CvC? cycloaJkyPCg-Cv. alkenyh 
h®teroaryi*Cg'C< askeoyk heierocycyK^G* a&enyK arya-CrC* aikynyK 



Application/Control Number: 10/533,832 
Art Unit: 1625 



Page 8 



CrC ? •eyetoafkyt-C :r C, aikynyK hatarooryKV-C* m$ayl°, or 
mWocycyl-C r C A alkynyl- group, 

R 5 * is hydrogen or unst bstituted C-C, alkyl, and 

R** is an optionally subslWed C r C$alkyl, C^C* atkenyi, O r C§ aikynyt, aryi, 
i C u I t t « eroafy heferoeydyf aryM -C 4 alkyl* 
C ;r C 7 cyctoalkyt-C»«C« afkyK hetwo&n/KJrC* atkyh heterocyclic, *C* «*yh 
•fytCrG* alkenyh C r C? cydoaikyl-CrC* alkertyh hateroaryl-CrC* atkenyh 
hetero v /l-C Ci . alkenyl ary 3 C ilkynyj C !r C cyctoalk^ C -C% atkynyh 
Nterosf^-C s «C* alkynyh or heteroeycyi-CrC* alkynyl- group, 

wfwr*> ^aci opt u tit! ed R qtctsp and ft" group ts independently 

optionally substituted wfltti one or mom suijstituenfcs independently sateoted from 
CrG* alkyi CrC 4 hafoalkyi. *OC«*G« alkyl, -OCrC* haloalkyl, halogen, -OH, -NH* 
»N<C t «C 4 a8cy1)(CrC« alkyl), *NH<C»«C* atkyO, cyano, n&o, oxo« -COjsH, 
-OfQ)QC r C« alkyl, <50N{C,«C stky^C^C* aikyf), ~CONHfC*-G« alkyl), -CONN* 
-NHCCOjlCrC^ alky!}, -G(0)CrC« slkyf, *C(0)CVC* hatoaikyl "QC{D)Gt*C 4 alkyl, 
-OCfOKVC* hatoalkyi, .SGMCrG* alkyl), *SO^C ? «C 4 hatoalkyi), -SQeNHg, - 
SOgNH(CrC« alkyl), -NH$|OHC r C* alkyt), ami «NH8{OMCi«C« hatoalcyl), where 
said CVC* alkyl 1$ uftStibStlfUfad CrC* alkyl, 

or R' 15 awl fl f tN v'h n * s s - *r* 'i<> • I 
torn opt t i * i r tit t ioyeyi or he?* ryl ring v puormlh, 

infainsi ar rr e s its si het > m < T sti - loci from 0 8, SO SO, 
Hand N 0 where , ttort lly substitut hetet y ,S or {« *> roaryt nng ts 

optionally substituted with on© or mora subslitoents independently selected from 
C r C* aikyl, CyC» haio&lkyi -QC,-C* alkyl, -OC^C« hatoalkyi, halogen, -OH, -NH*« 
-N<CrC< alkyl|{CrC 4 afkyi), ~NH|CrC* alkyl), cyano, nitro, om> <XhH* 
~C<0)OCi-G* alkyl -CONftVC* slyi)iCrC a alkyl), -CONMICrC* alky!), -CONH*, 
-NHC{0){C r C4 alkyl), -€(Q)O r € 4 alkyl, *C|0)C r C 4 hafoafcyl, «OC(OjC«-C< alkyl, 
•QCfOft-G, haloaikyf, ^SO^C^G* alkyl), -SO^CrC* hatoalkyi), -SOgMN^ - 
SOgNHCCrC* alkyl), -NHSSO^C-C* alkyt), and *NHS(DMC^€ 4 haloalkyl), where 
i<i i c , atkyt it uf sub^S U ted alkyl. 
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-NR*SOsR* and -SO^R^Ff 5 , 

wh®m R aa is hydrogen or an optionally wflMdftuttd Ci«£3® alkyi, 
Ca-Cs aikenyf, GrC 6 alkynyt, aryi, C r C r cydoatkyi. hsteroaryl, r^ierocydyl, 
aryf*C r Ci alkyf", C r G 7 eydoalkykC s -C 4 aSkyh rseteroaryl-CrC* alkyk 

<■ i - I »,IC r iv ° s vl"H i t t a^rwl 

heteroaryf-Ci-C* alkenyh heterocycyf-C^C^ aik«rsyh ary^C r G 4 aikynyh 
CyC? cyctoalkyKVC* alkynyh ft©i#raafyM3jrC< alkynyh or 
h«teroeycyl-CrC« alky^yl- group, 

is hydrogen or unsui>stfRii«d G t -C 4 aUsyl, and 

R* is an optionally $M&$i|ui«sd CrC* aikyt, C r C 8 Mkmyi CrC* afkynyi, aryi, 
CyC? cycfoaikyL heteroaryl, hetarocycfy*. aryt-C-C* 
C. r C? oyctoalkyl-Ct-Ci aikyK hetaroaryPCrC* alkyh heterocyeyi-CrC* alky!-, 
aryf-CrC* alkanyh € 3 -€? oycSoa*kyl-C 3 -Oa alkenyh heteroaryi-CjrC* alikenyK 
fftt \i r c -sit- 'n c r iik > lY i c c / biik> c r, s nn»i 
htttraaryKVCi aikynyK or heterocycy^Cg-C* alkynyP group, 

where each optionally subsiMad R* 3 group and R®* group is independently 
optional substituted with ona or mora substituenis i«dep»nd6riUy sela&ecl from 
C,-C< alhyi, C:-G* haioalkyi. -OC.-C, asHyi, -OC -C, nalcafky:. halogen. -OH, -NH a 
-N(Ci-C 4 aikyiMOrC* alky!)* -NH(C«-G» alkylj, cyano, nitro, oxo, -GOgH., 
■€{0}0GrC4 a!kyi t -CON(CrC« a8tyf)(Ci-CU akyl), -GO&H{C r C* aikyf), »CONH 2x 
-NHC{OKCrC 4 aJikyl), -G(C)G r C 4 aikyf, -C(0)C r -Ci hafoafkyi «OCCO)GrC 4 aikyj, 
-GQOjC-a, haioalkyi, -SO^G^C, aifcyi), *SQa<CrC 4 hafoalkyl*, *SO s NH 2 , - 
SO s NH{Cr'€. alkyl), -NHS{Oyc*~€« alkyf), and «NHSIPMCrC 4 haloa&yl), where 
sa d G, C. ? atky! is urrsufcstfcied C ; C, alkyl 

o R^and R ;s> , logeth* with th< nitrogen atom to h "i: 1 , a a attached, 
i" i i ' r i v jbstiti > J f • i yl i '»( ^ (. r 1 i ; ' hi i < t i * 
t , one fr mo Mortal hs ca i moietN t fromO, S, SQ SO,, 
N and N-+0 ( wtoere i i t 1 1 r -vi tetet yey! or teroary ring is 
optionally substituted with ana or more sypatituanls independently aafeclad from 
CHS* alkyi, C r C 4 haioalkyk -OCrC*. aifcyl, ~QCt~C* habatky}, halogen, -OH, 
-N(C r C4 alky!)CC r C, afkyl), -NH^Cs-Cs a!kyl) :s cyano, ate, oxo, -CO a H s 
■C|0)0CrC4 aikyi, -CONfCt-O* afkylMCrC* atkyi), -CC*IH(Cj-CU ailkyi) ( -CONH St 
-NHC(0)(C,-0 4 -CCO)Oi-ai alkyf, ^HO)Ci-Ct hafoai.kyi -OC(OJOrC, aikyl s 
..OqO)OrC 4 haloatkyl, -SOgfGrG, aikyi} T «SQg{O r C 4 hatoatkyi), «SOgNHg t - 
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-NR*SOsR* and -SO^R^Ff 5 , 

wh®m R aa is hydrogen or an optionally wflMdftuttd Ci*C® alkyi, 
Ca-Cs aikenyf, CrC 6 alkynyt, aryi, C r C r cyctoatkyk hateroaryl, hatarocyciyt 
ary1*C?*G; alkyf", C r G 7 eydoaH(yf*Cj*C4 aSkyh rseteroaryl-CrC* alkyk 

<■ i - I »,IC r iv ° s vl"H i t t a^rwl 

heteroaryf-Ca-C* alkenyh heterocycyf-C^C^ aikarsyh ary^C r G 4 aikynyh 
CyC? cyctoalkyKVC* alkynyh ft©i#raafyM3jrC< alkynyh or 
h«teroeycyl-CrC« alky^yl- group, 

is hydrogen or unsui>stfRii«d G t -C 4 aUsyl, and 

R* is an optionally $M&$i|ui«sd C r C* aifcyt, Ca-Ca Mkmyi CrC* afkynyi, aryi, 
CyC? cyclaaikyL hetaroaryl, hetarocycry*. aryt-C-C* a;ky!-„ 
C. r C? oyctoalkyl-Ct-Ci aikyK hetaroaryPCrC* alkyh heterocyeyl-CrC* alky!-, 
aryf-CrC* alkanyh € 3 -€? «ycioalkyi-G 3 -Oa alkenyh heteroaryi-Cjj-C* alikenyh 
'<f' nr, ,i c r sth -i v jt r r lit- > lY t c r y ioi!k> c r, iwvi 
htttraaryKVCi aikynyK or heterocycyl-CrC,, atkynyl* group, 

where each optionally subsiMad R* 3 group and R®* group is independently 
O|.tto iu \ krj^ititu'cd v\tf ji> t mo't vjt 1 n s"nkTv aetsd from 
C,-C< tikyl C-.-C, haioalkyi, -OC.-C, asHyi, -OC -C, nalcafky:. halogen. -OH, -NH a 
-N(Ci-C 4 aikyiMOrC* alkyiX -NH(C«-G» alkylj, cyaoo, nitro, oxo, -GOgH., 
-€(G}0GrC 4 alkyi -CONfCrC* atkylKCyC* akyl), -00&H{C r C* aikyf), »CONH 2x 
-NHC{OKCrC 4 aJikyl), -G(C)G r C 4 aikyf, -C(0)C r -Ci tefealikyi «OCCO)GrC 4 alky!, 
-00*0)0,-0, haioaStyt, -SO^G^C, alky!), -SOa(CrC« hafoalkylX *SO s NH 2 , - 
SO s NH{Cr'C. alkyl), -NHS{Oye,-C a&yf), and «NHSIPMCrC 4 hHtoafty$, where 
sa d G, C , alky! is unsutetftutad C, O, alkyl 

o R u and R ;s> , logeth« m< nitrogen atom to h "i: 1 , a a attached, 
i" i optionally ibstit" ^ f • cyl « heteroaryl ig which optionally 
t , one fr roc Mortal hs ca i moietN t fromO, &,SO SO,, 
Nan-d N~+O t wfoare i i t 1 1 r -vi rater \ ;f T Seroary ring is 
optionally substituted with ona or mora syostituants independently selected from 
CHS* alkyi, C r C 4 haioaikyl, -OCj-C* ail^l, -OC-Q habatky}, halogen, -OH, -NH^ 
-N(C r C4 alky!)CC r C, afkyl), -NH^Cs-Os a!kyl) :s eyafio, mim> om f -CO a H s 
■C|0)0CrC4 aikyi, -CONfCt-O* alkyllfCrO, atkyi), -CC*IH(Cj-CU a!ky% -CONH St 
-NHC(0)(C,-0 4 -CCO)C r G* alkyf, ^HO)Ci-Ct teioa!kyl s -OC(OJCt-C* aikyl s 
..OqO)0rC 4 iiatoaikyf, -SOgfOrG, aikyi} T «SQg{O r 0 4 r*atoatky}) ? «SOgNHg t > 
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SO^NH(Cr-C 4 a&yl), -NH$(OMC,-C, aSkyl), and ~NHS(OH(C< -C haioalkyj}, where 
said CrO* alkyi is urvsufesttfyted C r C.j»aJkyi s and 

R 4 and R 5 are indtipeadenfy selected from hydrops ami ur»ubs*ituteti 
C r C, alkyt, 

or Ptmd R 5 e taken together wth the cwbon atom to whksh they are 
attached, represent aft opitorsalfy substituted 3-6-membered saturated carfcecye&s 
ring, when said optso i it * ,tt am ti d * 6 membemd ri -g is substituted with one or 
more substtfuents independently selected from O r C« aikyf, C r C 4 halcalfcyi, 
-OC-C4 aikyl, -OC r C n haioaikyl, halogen, -OH, -NH a , »W{C t -C# afcyitfCi-C* alky!}, 
-NHCCrC alky*), cyan®, nstro, oxo, -COaH, -C(0,K>C- r C* aikyl, 
*CON(C t «C* alkyfXC*-Ci alky!) t »GOMH(C r C 4 aJkyl), -CONH*. 
-NHC(C^Ot<U alkyf), ~C(Q)Cr£*s^ -€{0)C t ~C* haioalkyi, -OC«D)CrC* alkyl, 
OdCQCrC hafoafkyi -SO^CrC, aSkyf), -SO g (CrC 4 haloalkylK -SCfeNH* - 
SOj,NH{GrC afkyj), -NH$(O> 8 (0 r a*a&y% and -MHS(QMC-G, hafcaKyr^ where 
said CrC« alkyi Is unsuhstttuted CrC* aifcy!,, ~ 

or a salt solvate , or physielogfeaBy functional derivative thereof. 



The specification does not enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make the invention commensurate 
in scope with these claims. The Specification does not provide any support for said 
variables at n, R A , R B and R2 positions. Pages 31-33 (Schemes 1 and 2) of the 
Specification describe starting materials and methods for synthesis of compounds 
wherein n, R A , R B and R2 as mentioned above, but does not describe or list any 
reagents wherein compounds can be used to synthesis compounds where n, R A , R B 
and R2 as listed above. 



Pursuant to In re Wands, 858 F.2d 731, 737, 8 USPQ2d 1400, 1404 (Fed. Cir. 
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1988), one considers the following factors to determine whether undue experimentation 
is required: (A) The breadth of the claims; (B) The nature of the invention; (C) The state 
of the prior art; (D) The level of one of ordinary skill; (E) The level of predictability in the 
art; (F) The amount of direction provided by the inventor; (G) The existence of working 
examples; and (H) The quantity of experimentation needed to make or use the invention 
based on the content of the disclosure. Some experimentation is not fatal; the issue is 
whether the amount of experimentation is "undue"; see In re Vaeck, 20 USPQ2d 1438, 
1444. 

The analysis is as follows: 

(1 ) Breadth of claims: Scope of the compounds. Owing to the range of many variables, 
millions of highly substituted indolinyl and 1,2,3,4-tetrahydroquinolinyl compounds are 
embraced. 

(2) The nature of the invention: The invention is a highly substituted indolinyl and 
1 ,2,3,4-tetrahydroquinolinyl compounds. 

(3) Level of predictability in the art: It is well established that "the scope of enablement 
varies inversely with the degree of unpredictability of the factors involved," and chemical 
reactivity (which is affected by determinants such as substituent effects, steric effects, 
bonding, molecular geometry, etc) is generally considered to be an unpredictable factor. 
See In re Fisher, 427 F.2d 833, 839, 166 USPQ 18, 24 (CCPA 1970). 
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(4) Direction or Guidance: That provided is very limited. Applicant shows a general 
synthesis of compounds of application's general formula I. Pages 31-33 (Schemes 1 
and 2) of the Specification describes starting materials and methods for synthesis of 
compounds wherein n, R A , R B and R2 as aforementioned, but does not describe or list 
any reagents wherein compounds can be used to synthesis compounds where n, R A , 
R B and R2 as listed above. There is limited evidence in the Specification of the 
example compounds that only covers no or a small portion of the substituents claimed 
of formula I. Thus, there is no specific direction or guidance regarding said compounds 
specifically mentioned in Scope. 

The availability of the starting material that is needed to prepare the invention as 
claimed is at issue here... As per MPEP 2164.01 (b). A key issue that can arise when 
determining whether the specification is enabling is whether the starting materials or 
apparatus necessary to a make the invention are available. In the biotechnical area, 
this is often true when the product or process requires a particular strain of 
microorganism and when the microorganism is available only after extensive screening. 
The Court in re Ghiron, 442 F.2d 985, 991, 169 USPQ 723, 727 (CCPA 1971), made it 
clear that if the practice of a method requires a particular apparatus, the application 
must provide a sufficient disclosure of the apparatus if the apparatus is not readily 
available. The same can be said if certain chemicals are required to make a compound 
or practice a chemical process. In re Howarth, 654 F.2d 103, 105, 210 USPQ 689, 691 
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Additionally, the Applicant is not enabled for all aryl, heteroaryl, heterocyclyl, 
optional substituents, substitution patterns and functional groups as claimed and 
described in Specification on pages 10-12. 

(5) State of the Prior Art: These compounds are substituted indolinyl and 1,2,3,4- 
tetrahydroquinolinyl compounds wherein n, R A , R B and R2. So far as the examiner is 
aware, no substituted indolinyl and 1 ,2,3,4-tetrahydroquinolinyl compounds of general 
formula I wherein n, R A , R B and R2 as listed above of any kind have been made or 
used. 

It is not trivial to experimentally interchange any and all of the many substituents 
that exist. As described by F. Zaragoza Dorwald, most organic syntheses fail initially 
and chemical research is highly inefficient due to chemists spending most of their time 
"finding out what went wrong and why". Therefore, most syntheses of organic 
compounds are labor-intensive and demanding. Additionally, most final synthetic routes 
to desired organic molecules are usually very different from initially planned routes. A 
highly skilled chemist can agree that for many successful organic compounds made, 
many failures are encountered and experimental repetition is common. This also 
contributes to the burden and unpredictability of the syntheses of said compounds, (see 
"Side Reactions in Organic Synthesis: A Guide to Successful Synthesis Design" 2005 
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Wiley-VCH Verlag GmbH & Co. KGaA, Weinheim. 

(6) Working Examples: Applicant shows examples 1-103 (pages 35-62) but no working 
examples were shown wherein n, R A , R B and R2 (and other variables therein) equal 
aforementioned substituents have been made or used of any kind. 

(7) Skill of those in the art: The ordinary artisan is highly skilled, e.g. a masters or PhD 
level chemist. 

(8) The quantity of experimentation needed: Since there are very limited working 
examples as described above, the amount of experimentation is expected to be high 
and burdensome. 

Due to the level of unpredictability in the art, the very limited guidance provide, 
and the lack of working examples, the Applicant has shown lack of enablement for the 
groups noted. 

MPEP 21 64.01 (a) states, "A conclusion of lack of enablement means that, based on the 
evidence regarding each of the above factors, the specification, at the time the 
application was filed, would not have taught one skilled in the art how to make and/or 
use the full scope of the claimed invention without undue experimentation. In re Wright, 
999 F.2d 1557,1562, 27 USPQ2d 1510, 1513 (Fed. Cir. 1993)." That conclusion is 
clearly justified here. 

Claims 1-20 are rejected under 35 U.S.C. 112, first paragraph, because the 
specification, while being enabled for inhibition of TIE-2 kinase, VEGFR-2 and -3 and 
Raf kinase with undisclosed species of Formula I in an assay; the Application is not 
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enabled for treatment treating related diseases and altering related physiological 
functions and disorders in a mammal more specifically treating cancer. The 
specification does not enable any person skilled in the art to which it pertains, or with 
which it is most nearly connected, to make the invention commensurate in scope with 
these claims. 

Pursuant to In re Wands, 858 F.2d 731 , 737, 8 USPQ2d 1400, 1404 (Fed. Cir. 
1988), one considers the following factors to determine whether undue experimentation 
is required: (A) The breadth of the claims; (B) The nature of the invention; (C) The state 
of the prior art; (D) The level of one of ordinary skill; (E) The level of predictability in the 
art; (F) The amount of direction provided by the inventor; (G) The existence of working 
examples; and (H) The quantity of experimentation needed to make or use the invention 
based on the content of the disclosure. Some experimentation is not fatal; the issue is 
whether the amount of experimentation is "undue"; see In re Vaeck, 20 USPQ2d 1438, 
1444. 

The analysis is as follows: 



(1 ) Breadth of claims: Treatment of all claimed diseases and disorderes related to TIE- 
2 kinase, VEGFR-2 and -3 and Raf kinase comprising the step of administering to a 
mammal using substituted biaryl-carboxylate compounds of Formula I. 



(2) The nature of the invention: The invention is the method of using substituted 
indolinyl and 1 ,2,3,4-tetrahydroquinolinyl compounds of Formula I to treat related 
diseases and altering related physiological functions and disorders in a mammal more 
specifically treating cancer comprising the step of administering to a mammal. 



(3) Level of predictability in the art: It is well established that "the scope of enablement 
varies inversely with the degree of unpredictability of the factors involved," and 
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physiological activity is generally considered to be an unpredictable factor. See In re 
Fisher, 427 F.2d 833, 839, 166 USPQ 18, 24 (CCPA 1970). 

(4) Direction or Guidance: While being enabled for inhibition of TIE-2 kinase, VEGFR-2 
and -3 and Raf kinase with undisclosed species of Formula I in an assay; the 
Application is not enabled for treatment treating related diseases and altering related 
physiological functions and disorders in a mammal more specifically treating cancer. 
The Applicant does not show or demonstrate the use compounds and compositions of 
Formula I towards all claimed treatment of diseases and disorders and altering related 
physiological functions and disorders as claimed. 

The Specification assays of TIE-2 kinase, VEGFR-2 and -3 and Raf kinase with 
undisclosed species of Formula I and describes the process of how to executed said 
assay, but shows no biological data pertaining to the outcome of these assays. The 
Specification only discloses the IC50 values of undisclosed species of Formula I that 
pertains to each mention assay. Additionally, the Applicant does not specifically 
disclose the exact compounds that were administered during these in vitro studies. The 
only information provided pertaining to the compounds tested is on page 17, line 32, 
which vaguely describes, "test compounds". However, there is very limited guidance or 
direction as how to treat related diseases and altering related physiological functions 
and disorders in a mammal more specifically treating cancer, using compounds of 
Formula I. 
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(5) State of the Prior Art: Treatment of related diseases and disorder and altering 
related physiological functions and disorders in a mammal more specifically treating 
cancer is not well developed and is highly unpredictable. The state of the prior art for 
their treatments involve screening, in vitro and in vivo, that provides data to determine if 
compounds exhibit the desired physiological altering functions and affect on its related 
diseases and disorders as claimed. The Applicant has not provided any art recognized 
evidence that shows the use of compounds and compositions claimed for the claimed 
uses. 

The state of the prior art is not well developed and is highly unpredictable. 
According to the Specification, Applicant's compounds (as listed above) are alleged to 
exhibit inhibitory activity. However, the Specification does not set forth any the in vitro 
assays. There are no teachings of how to use the claimed compounds in vivo. There is 
insufficient disclosure to reasonably predict that the methods and compositions of the 
instant Specification would treat related diseases and disorder and altering related 
physiological functions and disorders in a mammal more specifically treating cancer 
using claimed compounds in vitro or in vivo. This is merely an unsubstantiated assertion 
with no evidence to support the contention that election species would inhibit TIE-2 
kinase, VEGFR-2 and -3 and Raf kinase with undisclosed species of Formula I. 
Applicant has not shown any cell culture data or in vivo studies for treating affected 
mammals. The Applicant has not shown any art recognized correlation between the 
data shown and the scope of the claimed invention. 
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Even in the event the Applicant did provide in vivo and in vitro studies, the 
ordinary artisan would recognize and appreciate that there is no known correlation 
between in vitro and in vivo results, because the artisan recognizes that an in vitro 
assay cannot duplicate the complex conditions of in vivo therapy. In the in vitro assay, 
the agent is in contact with cells during the entire exposure period. This is not the case 
in vivo where exposure to the target site may be delayed or inadequate. In addition, 
variables such as biological stability, half-life, or clearance from the blood are important 
parameters in achieving successful therapy. The composition may be inactivated in 
vivo before producing a sufficient effect, for example, by proteolytic degradation or 
immunological activation. In addition, the composition may not reach the target cells 
because of its inability to penetrate tissues or cells where its activity is to be exerted, 
may be absorbed by fluids, cells, and tissues where the composition has no effect 
and/or a large enough local concentration may not be established. There are no specific 
teachings in the disclosure that would allow one to have a reasonable expectation of 
success in transferring the in vitro method to treat affected patients. One is only left with 
speculation and an invitation to experiment. Given the breadth of the claims which 
encompass treatment and the lack of examples and guidance as discussed above, one 
of ordinary skill in the art would reasonably have considered that at the time the 
application was filed, that the Applicant was not in possession of the claimed invention. 

(6) Working Examples: The Applicant has provided no working examples. Nor has 
Applicant directed the skilled artisan to disclosures in the art that may be used to 
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extrapolate the intended use of the compounds and compositions for demonstrate the 
use compounds and compositions of Formula I towards all claimed treatment of 
diseases and disorders and altering related physiological functions and disorders as 
claimed. 

(7) Skill of those in the art: The ordinary artisan is highly skilled such as a medical 
doctor, doctor of philosophy in science, a nurse practitioner, etc. 

(8) The quantity of experimentation needed: In the absence of working examples, 
which provide sufficient representative disclosures necessary to provide enablement for 
the treatment and prevention of pain and inflammation, undue experimentation would 
indeed be required to practice the instant invention. The amount of experimentation is 
expected to be unduly high and burdensome. 

Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 1 03(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 
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The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1 , 148 
USPQ 459 (1966), that are applied for establishing a background for determining 
obviousness under 35 U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating 
obviousness or nonobviousness. 

Claims 1-20 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Effland et al (US 4,970,219) (PTO-1449) in view of Majno (American J. Pathology 1998, 
153, 1035-1039). 

The instant application claims compounds and pharmaceutical compositions of 
Formula I wherein n=1 , R B =-COCH3, X=NH and R A =NH2. 

Scope & Content of Prior Art MPEP 2141.01 

Effland discloses compounds and pharmaceutical compositions of Formula I 
wherein n=1, R B =-COCH3, X=NH and R A =NH2 (see column 7, line 43). 
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Differences between Prior Art & the Claims MPEP 2141.02 

The instant application differs from Effland at positions of a) R A and b) X which 
both are considered positional isomers - a) Applicant's R A bonded to carbon adjacent to 
N on pyridine ring versus Efflands R A being two carbons removed from N on pyridine 
ring and b) Applicant's -NH being being at ortho position (4-position) versus Effland's - 
NH being at meta position (3-position). 

However, Effland teaches that both of said substituents can be positioned at any 
position of pyridinyl ring of Formula I (see column 1). 

Additionally, there is little difference between a) Applicant's R A bonded to carbon 
adjacent to N on pyridine ring versus Efflands RA being two carbons removed from N 
on pyridine ring and b) Applicant's -NH being being at ortho position (4-position) versus 
Effland's -NH being at meta position (3-position) of formula I. It is well established that 
position isomers are prima facie structurally obvious even in the absence of a teaching 
to modify. The isomer is expected to be prepared by the same method and to have 
generally the same properties. This expectation is then deemed the motivation for 
preparing the position isomers. This circumstance has arisen many times. See: Ex 
parte Englehardt, 208 USPQ 343, 349; In re Mehta, 146 USPQ 284, 287; In re Surrey, 
138 USPQ 67; Ex Parte Ullyot, 103 USPQ 185; In re Norris, 84 USPQ 459; Ex. Parte 
Naito, 168 USPQ 437, 439; Ex parte Allais, 152 USPQ 66; In re Wilder, 166 USPQ 545, 
548; Ex parte Henkel, 130 USPQ 474; Ex parte Biel, 124 USPQ 109; In re Petrzilka, 
165 USPQ 327; In re Crownse, 150 USPQ 554; In re Fouche, 169 USPQ 431 ; Ex parte 
Ruddy, 121 USPQ 427; In re Wiechert, 152 USPQ 249, In re Shetty, 195 USPQ 753; In 
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re Jones, 74 USPQ 152, 154. There may be others as well. Thus, said claims are 
rendered obvious by Effland et al. 

For example, "Position isomerism has been used as a tool to obtain new and 
useful drugs" (Englehardt) and "Position isomerism is fact of close structural similarity" 
(Mehta, emphasis in the original). Note also In re Jones, 21 USPQ2d 1942, which 
states at 1943 "Particular types or categories of structural similarity without more, have, 
in past cases, given rise to prima facie obviousness"; one of those listed is "adjacent 
homologues and structural isomers". Position isomers are the basic form of close 
"structural isomers." Similar is In re Schechter and LaForge, 98 USPQ 144, 150, which 
states "a novel useful chemical compound which is homologous or isomeric with 
compounds of the prior art is unpatentable unless it possesses some unobvious or 
unexpected beneficial property not possessed by the prior art compounds." Note also 
In re Deuel 34 USPQ2d 1210, 1214 which states, "Structural relationships may provide 
the requisite motivation or suggestion to modify known compounds to obtain new 
compounds... a known compound may suggest it analog or isomers, either geometric 
(cis v. trans) or position isomers (e.g. ortho v. para)" See also MPEP 2144.09, second 
paragraph. Further, the reference provides for the ring being substituted in any position. 

Furthermore, the genus of Effland teaches R A can be H, lower alkyl, aryl lower 
alkyl, or loweralkyl carbonyl (see column 1, lines 23-24), X=0 and NR2 wherein R2 
being H, lower alkyl or lower alkylcarbonyl (see column 1, lines 21-22) and R B =H, lower 
alkyl carbonyl(see column 1, lines 62-63). Thus said, claims are rendered obvious over 
Effland. 
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Prima Facie Obviousness, Rational & Motivation MPEP 2142-2413 

It would be obvious to an artisan of ordinary skill to use the reference of Effland 
to achieve the invention of the instant application. One of ordinary skill would be 
motivated to use the species and teachings of Effland in order to inhibit TIE-2 kinase, 
VEGFR-2 and -3 and Raf kinase. Applicant claims that said enzymes are directly 
related to inhibiting growth factor receptor function which is directly linked to 
angiogenesis. 

The reference of Effland discloses compounds of Formula I in order to treat 
inflammation. The instant application discloses compounds used to inhibit 
aforementioned enzymes to in order to control angiogenesis. Majno discloses a 
correlation between inflammation and angiogenesis (see introduction and entire 
disclosure). Therefore, it would be obvious to one of ordinary skill at the time the 
invention was made to use the reference of Effland to make and use claimed 
compounds of Formula I in order to inhibit said enzymes to treat related diseases. 

The key to supporting any rejection under 35 U.S.C. 103 is the clear articulation 
of the reason(s) why the claimed invention would have been obvious. The Supreme 
Court in KSR noted that the analysis supporting a rejection under 35 U.S.C. 103 should 
be made explicit. The Court quoting In re Kahn, 441 F.3d 977, 988, 78 USPQ2d 1329, 
1336 (Fed. Cir. 2006), stated that "[Rejections on obviousness cannot be sustained by 
mere conclusory statements; instead, there must be some articulated reasoning with 
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some rational underpinning to support the legal conclusion of obviousness.'" KSR, 550 

U.S. at , 82 USPQ2d at 1396. Exemplary rationales that may support a conclusion of 

obviousness include: 

(A) Combining prior art elements according to known methods to yield 

predictable results; 

(B) Simple substitution of one known element for another to obtain predictable 

results; 

(C) Use of known technique to improve similar devices (methods, or products) 

in the same way; 

(D) Applying a known technique to a known device (method, or product) ready for 

improvement to yield predictable results; 

(E) "Obvious to try" - choosing from a finite number of identified, predictable 

solutions, with a reasonable expectation of success; 

(F) Known work in one field of endeavor may prompt variations of it for use in 

either the same field or a different one based on design incentives or other 
market forces if the variations are predictable to one of ordinary skill in the art; 

(G) Some teaching, suggestion, or motivation in the prior art that would have led one 

of ordinary skill to modify the prior art reference or to combine prior art reference 
teachings to arrive at the claimed invention. See M PEP § 214 3 for a 
discussion of the rationales listed above along with examples illustrating how the 
cited rationales may be used to support a finding of obviousness. See also 
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MPEP § 2144- §2144.09 for additional guidance regarding support for 
obviousness determinations. 

The aforementioned reasons above describe rationales that support a conclusion 
of obviousness based upon the KSR International Co. v.Teleflex Inc. decision. At least 
letters (A), (C), (F) and (G) rationale is supported above. 

This application currently names joint inventors. In considering patentability of 
the claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of 
the various claims was commonly owned at the time any inventions covered therein 
were made absent any evidence to the contrary. Applicant is advised of the obligation 
under 37 CFR 1 .56 to point out the inventor and invention dates of each claim that was 
not commonly owned at the time a later invention was made in order for the examiner to 
consider the applicability of 35 U.S.C. 103(c) and potential 35 U.S.C. 102(e), (f) or (g) 
prior art under 35 U.S.C. 103(a). 

Conclusion 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
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you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to John Mabry, PhD whose telephone number is (571) 
270-1967. The examiner can normally be reached on M-F from 9am to 5pm. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Janet Andres, PhD, can be reached on (571) 272-0867. The fax phone 
number for the organization where this application or proceeding is assigned is 571- 
273-8300. 



/John Mabry, PhD/ 

Examiner 
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